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Fig. 5 

Deduced Amino Acid Sequences of Pig -Baboon Chimeric Unease (PBC Uricase) 

and Porcine Uricase Containing the Mutations R291K and T301S (PKS Uricase), 
Compared with the Porcine and Baboon Sequences 

Porcine MAHYRNDYKK NDEVEFVRTG YGKDMIKVLH IQRDGKYHSI 40 
PBC 1-225 porcine sequence — > 



PKS 1-288 porcine sequence — > 

Baboon MADYHNNYKK NDELEFVRTG YGKDMVKVLH IQRDGKYHSI 



Porcine KEVATSVQLT LSSKKDYLHG DNSDVIPTDT IKNTVNVLAK 
PBC porcine sequence — » 



40 



80 



PKS porcine sequence — » 

Baboon KEVATSVQLT LSSKKDYLHG DNSDIIPTDT 



IKNTVHVLAK 



Porcine FKGIKSIETF AVTICEHFLS SFKHVIRAQV YVEEVPWKRF 
PBC porcine sequence — » 



80 



120 



PKS porcine sequence — > 

Baboon FKGIKSIEAF GVNICEYFLS SFNHVIRAQV YVEEIPWKRL 



Porcine EKNGVKHVHA FIYTPTGTHF CEVEQIRNGP PVIHSGIKDL 
PBC porcine sequence — > 



120 



160 



PKS porcine sequence -» 

Baboon EKNGVKHVHA FIHTPTGTHF CEVEQLRSGP PVIHSGIKDL 



Porcine KVLKTTQSGF EGFIKDQFTT LPEVKDRCFA TQVYCKWRYH 
PBC porcine sequence — » 



160 



200 



PKS porcine sequence — » 

Baboon KVLKTTQSGF EGFIKDQFTT LPEVKDRCFA TQVYCKWRYH 200 

Porcine QGRDVDFEAT WDTVRS IVLQ KFAGPYDKGE YSPSVQKTLY 240 
PBC porcine sequence — » I «- baboon sequence 



PKS porcine sequence — » 

Baboon QCRDVDFEAT WGTIR2DLVLE KFAGPYDKGE YSPSVQKTLY 



Porcine DIQVLTLGQV PEIEDMEISL PNIHYLNIDM SKMGLINKEE 
PBC baboon sequence —> 



240 



280 



PKS porcine sequence — » 

Baboon DIQVLSLSRV PEIEDMEISL PNIHYFNIDM SKMGLINKEE 



280 



Porcine VLLPLDNPYG RITGTVKRKL TSRL 
PBC baJboon sequence — * 304 



PKS porcine | <— baboon 2 89 - 304 

Baboon VLLPLDNPYG KITGTVKRKL SSRL 
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Fig. 6 



Comparison of amino acid sequences "stripped-down" version of 
chimera, known as "PigKS" (also called "Pig-Lys" ) vs. Pig uricase 

"Pig KS" uricase : 

Pig cDNA from 1 to 864 (Ndel site) and then Baboon 865 to 915 (end) 
Pig uricase : 

Pig cDNA from 1 to 915 (end) 
[GC6 GAP program] 

Gap Weight; 12 Average Match: 2.912 

Length Weight: 4 Average Mismatch: -2.003 

Quality: 1601 Length: 319 

Ratio: 5.249 Gaps: 0 

Percent Similarity: 99.672 Percent Identity: 99.344 

Match display thresholds for the alignment (s) : 
| = IDENTITY 
: = 2 
. = 1 

pigKS.pep x Pig. pep June 25, 1998 17:11 

pigKS 1 MAHYRNDYKKNDEVEFWTGYGKDMIKVLHIQRIXaKYHS IKEVATSVQLT 50 

I MIMMMIMM MM MM M M MM II M M I I M M MM M I 

Pig 1 MAHYRNDYKKNDEVEFVRTGYGKDMIKVLHIQRDGKYHS IKEVATSVQLT 50 

51 L S SKKD YLHGDNSDVI PTDT I KNTVNVLAKFKG I K S I ETF AVT I CEHFL S 100 

II III IIII1IIIIIIM1 NIMH 111111111111 II Mi MM Ml 

51 LS SKKDYLHGDNSDVT PTDT I KNTVNVLAKFKG I KS IETFAVT I C EHFL S 100 
101 SFKHVIRAQVYVEEVPWKRFEKNGVKHVHAFIYTPTGTHFCEVEQIRNGP 150 

M MIMillllll IMI 1 1 Ml i ! M M IM II M I M I I M II I I 1 1 I 

101 S FKHVIRAQVYVEEVPWKRFEKNGVKHVHAF I YT PTGTHFCE VEQ I RNG P 150 
151 PVIHSGIKDLKVLKTTQSGFEGFIKDQFTTLPEVKDRCFATQVYCKWRYH 200 

M I Ml MIMI IIMM MM 1 1 M MM MM M I M I I II M M I M 

151 PVIHSG I KDLKVLKTTQS GFEGF I KDQFTTL PEVKDRC F ATQ VYC KWRYH 2 00 

« • * * . 

201 QGRDVDFEATWDTVRSIVLQKFAGPYDKGEYSPSVQKTLYDIQVLTLGQV 250 

M M M I MM M MM M II M M M I M I! I M ! M II M M M I II ! 

201 QGRDVDFEATWDTVRSIVLQKFAGPYDKGEYSPSVQKTLYDIQVLTLGQV 250 
251 PEIEDMEISLPNIHYLl^IIDMSKMGLINKEEVLLPLDNPYGKITGTVKRKL 3 00 

, M Ml M MMM I MMIMM i M I II M I I MM M M MM M M I 

251 PEIEDMEISLPNIHYLNIDMSKMGLINKEEVLLPLDNPYGRITGTVKRKL 3 00 

301 SSRL* 305 

•1111 
301 TSRL* . 305 
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Fig. 7 

Comparison of amino acid sequences of the "original" Pig-baboon 
chimeric uricase ("chimera") with that of the "stripped-down" version 
of chimera, known as "PigKS" (also called "Pig-Lys" ) 

"Chime ra" uricase ; 

Pig cDNA from 1 to 674 (Apa site) and then Baboon cDNA from 675 to 
915 (end) 

"Pig KS " uricase : 

Pig cDNA from 1 to 864 (Ndel site) and then Baboon 865 to 915 (end) 

[ GCG GAP program] 

Gap Weight: 12 Average Match: 2.912 

Length Weight: 4 Average Mismatch: -2.003 



Quality 
Ratio 

Percent Similarity 



1589 Length: 319 

5.210 Gaps: 0 

98.689 Percent Identity: 98.689 



Match display thresholds for the alignment (s ) : 
| = IDENTITY 
: = 2 
. = 1 

chimera. pep x pigKS.pep June 25, 1998 16:15 
chim. 1 MAHYRNDYKKNDEVEFVRTGYGKDMIKVLHIQRDGKyHSIKEVATSVOLT 50 

p- vc IINIIIMIIIIIIMMIIIIIIIMIMIIIIIIIIIIIIIIIIIII 

PigKS 1 MAHYRITOYKKNDEVEFVRTGYGKDMIKVLH IQRDGKYHS IKE VATS VQLT 50 
51 LSSKKDYLHGDNSDVIPTDTIKNTVNVLAKFKGIKSIETFAVTICEHFLS 100 

„ J N 1 1 ! - M I II I! ! ! i II Ml 1 1 1 1 i M i I ! i li M I ! I I i 1 1 1 i | Ml 

51 LSSKKDYLHGDNSDVIPTDTIKNTVNVLAKFK^ 100 
101 SFKHVIRAQVYVEETVPWKRFEKNGVKHVHAFIY 150 

, n , II IMMMMMM MM MIMIIMII I IMIMMMM MIMMI 

101 SFKHVIRAQVYVEEVPWKRFEKNGVKHVHAF IRNGP 150 

151 PV IHSG IKDLKVLKTTQ SGFEGF IKDQFTTLPEVKDRCF ATQVYCKWRYH 200 

, c , I MM MM MMM MM MMMM MM M MM MM M MMIM 

151 PVIHSGIKDLKVLKTTQSGFEGFIKDQFTTLPE^DRCFA 200 

201 QG^ypFEAprcm^ 250 

™, IIMIMIMIIMIMIIIMiiliMMIIMMIIIIIMIMI . I 
201 QGrdvdfeatwdtvrsivlqkfagpydkgeyspWqktlydiq 250 

251 peied^islpnihyfnidmskmglinkeevllpldnpygkitgtvkrkl 300 

301 SSRL*. 305 

Mill 
3 01 SSRL* 305 
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Fig. 8 

Comparison of amino acid sequences of the "original" Pig-baboon 
chimeric uricase ("chimera") with that of Pig uricase 

"Chimera" uricase : 

Pig cENA from 1 to 674 (Apa site) and then Baboon cDNA from 675 to 
915 (end) 

Pig urina^- 

Pig cDNA from 1 to 915 (end) 
[GCG GAP program] 

Gap Weight: 12 Average Match: 2.912 

Length Weight: 4 Average Mismatch: -2.003 

Quality: 1583 Length: 305 

Ratio: 5.190 Gaps: 0 

Percent Similarity: 98.361 Percent Identity: 98.033 

Match display thresholds for the alignment (s) : 
| = IDENTITY 
: = 2 
. = 1 

chimera. pep x Pig. pep June 25, 1998 16:54 
chim 1 MAHYRlTOYKKNDEVEFv^^ 50 

, MHIIIIIIIIIMIIMIIIIIMIIMIIIl lilMlllilllllll 

Pig 1 MAHYRNDYKKNDEVEFVRTGYGKDM^ 50 
51 ^^^^y^^^NSDVIPTDTIKNTVNVlJ^KFKGIKSIETFAVTICEHFLS 100 

e , JIIMMIIIIIIil IIIIMMMIIIIIIIIMII IIMIIMMlii 

51 LS SKKDYLHGDNSDVI PTIXriKNTvTSIVIiAKFKG IKS IETFAVTICEHFLS 100 
101 SFK^IRAQVYVEEVPWKRFEKNGVlCHvliAFIY 150 
101 SFKHVIRAQVYVEEVPWKRFEKNGVKHVHAFIYTPT^ 150 
151 PVIHSGIKDLKVLKT^ 200 

201 C^RDyDFEATWpTVRS^ 25Q 
251 PEIEDlffilSLPNIHYFI^ 300 

3 01 SSRL* 305 

• I I I I 
301 TSRL* 305 
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Fig. 9 

Comparison of amino acid sequence of the "original" Pig-baboon 
chimeric uricase ("chimera") with that of "Baboon D3H" uricase 
(Baboon except for His replacing Asp at amino acid 3) 

Pig uricase: 

Pig cDNA from 1 to 915 (end) 
"Baboon D3H" urjcepe; 

"Baboon D3H" cDNA from 1 to 915 (end) 

[ GCG GAP program] 

Gap Weight; 12 Average Match: 2.912 

Length Weight: 4 Average Mismatch: -2.003 

Quality: 1493 Length: 305 

Ratio: 4.895 Gaps: 0 

Percent Similarity: 94.098 Percent Identity: 90.820 

Match display thresholds for the alignment (s) : 
| = IDENTITY 
: = 2 
. = 1 

Pig. pep x baboon D3H.pep June 25, 1998 17:44 

Pig 1 MAHYRNDYKKNDEVEF VRTGY GKDMI KVLH I QRDG KYH S IKE VAT S VQ LT 50 

IN! MMMMM MM M M M M MM M MM I M M M MM M M 

Bab 1 MAHYHNNYKKNDELEFVRTGYGKDMVKVLHIQRDGKYHSIKEVATSVQLT 50 

* 

51 LSSKKDYLHGDNSDVIPTDTIKNTVNVXiAKFKGIKSIETFAVTICEHFLS 100 

_ M MMMMIIIMMIIIM! M I llllililli | | |||;||| 

51 LSSKKDYLHGDNSDIIPTDTIKNTVHVLAKFKGIKSIEAFGVNICEYFLS 100 
101 S FKHVI RAQ VYVEEVP WKRFEKNG VKHVH AF I YTPTGTHFC E VEQ I RNG P 150 

mi UJ,UiiiJ' ll|s|IM IMMMMIIhlllllllllll|.|.|| 

101 SFNHVIRAQVYVEEIPWKRLEKNGVKHVHAFIHTPTGTHFCEVEQLRSGP 150 
151 PVIHSGIKDLKVLKTTQSGFEGFIKDQFTTLPEVKDRCFATQVYCKWRYH 200 

n« iJ.iJLIJLIXXJ M 1 1 M ! I II I M ! I II 1 1 M 1 1 1 1 II II 1 1 M ! M M 1 1 

151 PVIHSGIKDLKVLKTTQSGFEGFIKDQFTTLPEVKDRCFATQVYCKWRYH 200 

2 01 QGRDVDFEATWDTVRS I VLQKF AG P YDKG E Y S P S VQKTL YD I QVLTLGQV 250 

on, LlklllllLl 'Imiiiii minim iiiiiniiii.i .i 

201 QCRDVDFEATWGTIRDLVLEKFAGP YDKGEYSPSVQKTLYDIQVLSLSRV 2 50 
251 PEIEDMEISLPNIHYLNIDMSKMGLINKEEVLLPLDNPYGRITGTVKRKL 3 00 

2m UiJJLLi! i J iJ 11 ii 1 1 ii i ii 1 1 ii m 1 1 1 1 1 1 1 1 1 1 1 : 1 1 1 m 1 1 1 1 

251 PEIEDMEISLPNIHYFNIDMSKMGLINKEEVLLPLDNPYGKITGTVKRKL 3 00 

3 01 TSRL* 305 

•MM 
301 SSRL* 305 
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Fig. 10 

Comparison of amino acid sequence of the "original" Pig-baboon 
chimeric uricase ("chimera") with that of "Baboon D3H" uricase 
(Baboon except for His replacing Asp at amino acid 3) 



"Cfriinerfr" uricase: 

Pig cDNA from 1 to 674 (Apa site) and then Baboon cDNA from 675 to 
915 (end) 

"Baboon D3H" uricase : 

"Baboon D3H M cDNA from 1 to 915 (end) 

[ GCG GAP program] 

Gap Weight; 12 Average Match: 2.912 

Length Weight: 4 Average Mismatch: -2.003 

Quality: 1516 Length; 3 05 

Ratio: 4.970 Gaps: 0 

Percent Similarity: 95.738 Percent Identity: 92.787 

Match display thresholds for the alignment (s ) ; 
| = IDENTITY 
: = 2 
. = 1 

chimera. pep x baboon D3H.pep June 25, 1998 17:18 

chim 1 MAHYRNDYKKNDEVZFVRTGYGKDMIKVLHIQRDGKYHS IKEVATSVOLT 50 

1 1 1 1 !-l 1 1 1 M- ' Mi M Mill:! I ! I I 1 1 1 i i I 1 1 1 1 ! || ! M I M 

Bab 1 MAHYH^3NYKKNDELEFVRTGYGKDMVKVLHIQRDGKYHS IKEVATSVQLT 50 

* * • * . 

51 L S S KKDYLHGDNS DVI PTDT I KNTVNVL AKFKG I K S I ETF AVT I CEHFL S 100 

li IIIIIIMIIlllhlllllllllMIIIIIIIIMI I I 1 1 hill 

51 LSSKKDYLHGDNSDIIPTDTIKNTVHVLAKFKGIKSIEAFGVNICEYFLS 100 
101 S FKHVI RAQVYVEEVPWKRFEKNGVKHVHAF I YTPTGTHFCEVEQIRNGP 150 

irii II MINI MM M III MIIMI 1 1 1 IMI Mill 1 1 II I MMII 

101 SFNHVIRAQVYVEEIPWKRLEKNGVKHVHAPIHTPTGTHFCEVEQLRSGP 150 

* • • 

151 PVIHSGIKDLKVLKTTQSGFEGFIKDQFTTLPEVKDRCFATQVYCKWRYH 200 

n« LlUU-UJLJi. 1 1 1 1 1 1 1 1 1 1 1 m 1 1 1 1 1 m 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ii i i i 

151 PVIHSGIKDLKVLKTTQSGFEGFIKDQFTTLPEVKDRCFATQVYCKWRYH 200 

* * » • • 

2 01 QGRDVDFEATVTOTVRSIVLQKFAGPYDKGEYSPSVQKTLYDIQVLSLSRV 250 

_ I I Ml HI II hi OhMIIMII I M I M Mlllli I I I i I MM 

2 01 QCRDVDFEATWGTIRDLVLEKFAGPYDKGEYSPSVQKTLYDIQVLSLSRV 250 
251 PEIEDMEISLPNIKYFNIDMSKMGLINKEEVLLPLDNPYGJCTTGTVKRKL 300 

oc1 II MIM M IMI Ml II IIMIMIIII II 1 1 i II III 1 1 II I MMII 

251 PEIEDMEISLPNIHYFNIDMSKMGLINKEEVLiIiPLDNPYGKITGTVKRKL 3 00 

3 01 SSRL* 305 

Mill 
3 01 SSRL* 305 
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Fig. 11-1 

Bestfit (GCG software) comparison of coding sequences of the c dna? 
of Pxg KS uricase ("PKS") vs. pig uricase 

"Pig KS" uricase : 

Pig cDNA from 1 to 864 (Ndel site) and then Baboon 865 to 915 (end) 

Gap Weight: 50 Average Match: 10.000 

Length Weight: 3 Average Mismatch: -9.000 

Quality: 9036 Length: 915 

Ratio: 9.875 Gaps: 0 

Percent Similarity: 99.344 Percent Identity: 99.344 

Match display thresholds for the alignment (s ) • 
| = IDENTITY 
: = 5 
. = 1 

pigKS.seq x pig.seq July 25, 1998 10:14 

PKS 1 ^y^^^^TACCGTAATGACTACAAAAAGAATGATGAGGTAGAGTTTGT 50 

, ' I I I I I I I f I I | | | | | | | | | | | | | | | | | | I I I I I II I | | | 

pig 1 ATGGCTCATTACCGTAATGACTAGAAAAAG 50 

51 CCGAACTGGCTATCGGAAGGATATGATAAA^ 100 

cn ''•"•"lllllllll 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 

51 CCGAACTGGCTATGGGAAGGATATGATAAAAGTTCTCCATATTCAGCGAG 100 

101 A 7 GG fAAATAT^ 15Q 

' ' I I I I I I f I I i I I I I | | | | | | | | I | | | | | | | | | | 

101 ATGGAAAATATCACAGCATTAAAGAGGTGGCAACTTCAGTGCAACTGACT 150 

151 Tf^CTCX^ 200 

151 TTGAGCTCCAAAAAAGATTACCTGCATGG^ 200 

201 7 ACAGA CACCATCAAGAACACAGT^^ 250 

201 TACAGaM^ 250 

251 TCAAAAGCATAGAAACTTTTGCT^ 300 

251 icili^^ 300 

301 ^ci^ 350 
351 GAAGCGTTTO^ 400 
351 iliiW^ 400 
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Fig. 11-2 



401 CTCCTACTGGAACGCACTTCTGTGAGGTTGAACAGATAAGGAATGGACCT 4 5 0 

M I II MMM M! I 1 1 1 II ! 1 1 1 1 1 1 lilM M IN 1 1 I ! 1 1 1 II 1 1 I I 

401 CTCCTACTGGAACGCACTTCTGTGAGGTTGAACAGATAAGGAATGGACCT 450 

• » • . * 

451 CCAGTCATTCATTCTGGTiATCAAAGACCTAAAAGTCTTGAAAACAACCCA 500 

II I Mllllllilll IIIMMII I lllllllllllll 1 1 ll 1 1 II II ! I 

451 CCAGTCATTCATTCTGGAATCAAAGACCTAAAAGTCTTGAAAACAACCCA 5 00 
501 GTCTGGCTTTGAAGGATTCATCAAGGACCAGTTCACCACCCTCCCTGAGG 550 

I I I I MMMMIM IMIMI II MMIMIMMM II I I I Ml II M 

I U 501 GTCTGGCTTTGAAGGATTCATCAAGGACCAGTTCACCACCCTCCCTGAGG 5 5 0 



551 TGAAGGACCGGTGCTTTGCCACCCAAGTGTACTGCAAATGGCGCTACCAC 600 

M M MMM MIM MM II M MM MiMM MM M I M I 1 1 M M 

551 TGAAGGACCGGTGCTTTGCCACCCAAGTGTACTGCAAATGGCGCTACCAC 600 
601 CAGGGCAGAGATGTGGACTTTGAGGCCACCTGGGACACTGTTAGGAGCAT 650 

M MMMMMMI I M MMM MMI M MMM M M 1 1 1 1 1 M II 

601 CAGGGCAGAGATGTGGACTTTGAGGCCACCTGGGACACTGTTAGGAGCAT 650 
651 TGTCCTGCAGAAATTTGCTGGGCCCTATGACAAAGGCGAGTACTCGCCCT 7 00 

1 1 1 1 1 1 M 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 II I M 1 1 1 1 1 1 1 1 1 1 1 1 1 

651 TGTCCTGC AGAAATTTGCTGGGCCCTATGACAAAGGCGAGTACTCGCCCT 700 
701 CTGTCCAGAAGACACTCTATGACATCCAGGTGCTCACCCTGGGCCAGGTT 750 

M M M MMM II MM Ml I I M I I M M IMMM M I M I I M M I 

7 01 CTGTCCAGAAGACACTCTATGACATCCAGGTGCTCACCCTGGGCCAGGTT 750 
751 CCTGAGATAGAAGATATGGAAATCAGCCTGCCAAATATTCACTACTTAAA 800 

I I M IMMIII IM MMIMM III 1 1 MMI Ml I M I II 1 1 1 M I i 

751 CCTGAGATAGAAGATATGGAAATCAGCCTGCCAAATATTCACTACTTAAA 800 
801 CATAGACATGTCCAAAATGGGACTGATCAACAAGGAAGAGGTCTTGCTAC 850 

If I MMM MIMMI I MMI I i I M M MM M M I I I I M II I I i I 

801 CATAGACATGTCCAAAATGGGACTGATCAACAAGGAAGAGGTCTTGCTAC 850 
851 CTTTAGACAATCCATATGGAAAAATTACTGGTACAGTCAAGAGGAAGTTG 900 

M I I I MM MM IM M I i M 1 1 1 1 M 1 1 1 1 1 I I I I I I I I I I I II 

851 CTTTAGACAATCCATATGGCAGGA.TTACTGGTACAGTCAAGAGGAAGCTG 900 
901 TCTTCAAGACTGTGA 915 

IMIMI MMM 

901 ACTTCAAGGCTGTGA 915 
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Fig. 12-1 

^ S ^ it J GCG - SOftW ? re) com P ar ison of coding sequences of the cDNAs 
of Pig KS uncase (-PKS") vs. baboon uricase 

"Pig K.cs " urirasp r 

Pig cDNA from 1 to 864 (Ndel site) and then Baboon 865 to 915 (end) 

Gap Weight: 50 Average Match: 10.000 

Length Weight: 3 Average Mismatch: -9.000 

Quality: 7573 Length: 915 

„ 0 . . K a f io: 8 - 27 7 Gaps: 0 

Percent Similarity: 90.929 Percent Identity: 90.929 

Match display thresholds for the alignment (s) • 
| = IDENTITY 
: = 5 
. = 1 

pigKS.seq x baboon. seq July 25, 1998 10:21 

PKS 1 A ]Yn^TTACCGTAA^ 50 
bab 



3T 50 



51 CCGAACTGGCTATGGGAAGGATATGATAAAAGTTCTCCATATTCAGCGAG 100 

201 y^^^^^^^^-^GAACACAGTTAATGTCCTGGCGAAGTTCAAAGGCA 250 
251 T9^^^*^^^^TyrGCTGTCACTATCTGTGAGCATTTCCTTTCT 300 

251 WIaaagcaI^ 300 

301 TCCTTCAAGCATCTCATCAGAGCTCAAGTCTATGTGGAAG^ 3 50 

301 WxU^j^Oiii^ M H I Hll^M I HI ™ 

351 ^^^^^y^TTYAAAAGAATtMAGTTAAGCAKaTCCATGCATTTATTTATA 400 
351 ^Mii^ 4M 

SUBSTITUTE SHEET (RULE 26) 



WO 00/08196 PCT/US99/17678 



14/18 

Fig. 12-2 



401 CTCCTACTGGAACGCACTTCTGTGAGGTTGAACAGATAAGGAATGGACCT 450 

MM 1 1 1 1 1 1 i I illilllllll MIMIII I II I nun 

401 CTCCCACTGGAACACACTTCTGTGAAGTTGAACAACTGAGAAGTGGACCC 450 

• • * 

451 CCAGTCATTCATTCTGGAATCAAAGACCTAAAAGTCTTGAAAACAACCCA 500 

M llllllllllllllllllllllllll II llllllllllllll II 

451 CCCGTCATTCATTCTGGAATCAAAGACCTCAAGGTCTTGAAAACAACACA 500 
501 GTCTGGCTTTGAAGGATTCATCAAGGACCAGTTCACCACCCTCCCTGAGG 550 

n 1 1 1 1 M 1 1 1 1 1 1 1 1 I II II 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 

501 GTCTGGATTTGAAGGTTTCATCAAGGACCAGTTCACCACCCTCCCTGAGG 550 

• • • • ■ 

551 TGAAGGACCGGTGCTTTGCCACCCAAGTGTACTGCAAATGGCGCTACCAC 600 

_ II I II Mill llllllllllllllllllllllllll II II II 1 1 III I 

551 TGAAGGACCGATGCTTTGCCACCCAAGTGTACTGCAAGTGGCGCTACCAC 600 
601 CAGGGCAGAGATGTGGACTTTGAGGCCACCTGGGACACTGTTAGGAGCAT 650 

III 1 1 1 1 Illilllllll Mill J 1 1 1 1 J I III II II II 

601 CAGTGCAGGGATGTGGACTTCGAGGCTACCTGGGGCACCATTCGGGACCT 650 

• • • * . 

651 TGTCCTGCAGAAATTTGCTGGGCCCTATGACAAAGGCGAGTACTCGCCCT 700 

Mlllll IIIIIIMIIIINIIIIIMIIIIIIIIIIIIMII 1 1 1 1 

651 TGTCCTGGAGAAATTTGCTGGGCCCTATGACAAAGGCGAGTACTCACCCT 700 

• • • * • 

701 CTGTCCAGAAGACACTCTATGACATCCAGGTGCTCACCCTGGGCCAGGTT 750 

Mil llllllll MIMIII llllllllllll Mill III III 

701 CTGTGCAGAAGACCCTCTATGATATCCAGGTGCTCTCCCTGAGCCGAGTT 7 50 

751 CCTGAGATAGAAGATATGGAAATCAGCCTGCCAAATATTCACTACTTAAA 800 

I I II II II II II II II I I I I II I II II II II II M ! .' I I I I I ! I I I M 
751 CCTGAGATAGAAGATATGGAAATCAGCCTGCCAAACATTCACTACTTCAA 800 

• • • * 

801 CATAGACATGTCCAAAATGGGACTGATCAACAAGGAAGAGGTCTTGCTAC 850 

on IIIIIIIIMIIIMIIMI IIIIIIIIIIMIIIIIIIIIIIMI I 

801 TATAGACATGTCCAAAATGGGTCTGATCAACAAGGAAGAGGTCTTGCTGC 850 
851 CTTTAGACAATCCATATGGAAAAATTACTGGTACAGTCAAGAGGAAGTTG 900 

oci I IIIIIMMIIIIIIIIMIIMMMMIIIMMMIIIIIIMM 

851 CATTAGACAATCCATATGGAAAAATTACTGGTACAGTCAAGAGGAAGTTG 900 

901 TCTTCAAGACTGTGA 915 

IIIIIIIIIIMIII 
901 TCTTCAAGACTGTGA 915 



SUBSTITUTE SHEET (RULE 26) 



WO 00/08196 PCT/US99/17678 



15/18 

Fig. 13-1 

Bestfit (GCG software) comparison of coding sequences of the cDNAs 
of "original" pig-baboon chimeric uricase ("PBC" ) vs. pig uricase 

"PBC" u ricase : 

Pig cDNA from 1 to 674 (Apa site) then Baboon cDNA from 67 5 to 915 
(end) . PBC chimeric cDNA can be cut out with Ncol plus BamHI 

Gap Weight: 50 Average Match: 10.000 

Length Weight: 3 Average Mismatch: -9.000 

Quality: 8770 Length: 915 

Ratio: 9.585 Gaps: 0 

Percent Similarity: 97.814 Percent Identity: 97.814 

Match display thresholds for the alignment (s) : 
| = IDENTITY 
: = 5 
. = 1 

PBC.seq x pig.seq July 25, 1998 08:10 

PBC 1 ATGGCTCATTACCGTAATGACTACAAAAAGAATGATGAGGTAGAGTTTGT 50 

DTr , , MINI I! Mil I III I Mil Mill I II Ml 1 1 1.| | 111 I mi 1 1| 1 1 

PIG 1 ATGGCTCATTACCGTAATGACTACAAAAAGAATGATGAGGTAGAGTTTGT 50 
51 CCGAACTGGCTATGGG AAGG ATATG ATAAAAGTTCTC C ATATTC AGCG ^G 100 

ci IN III I III MINIM III II MINIM II 1 1 1 1 1 1 1 1 1 1 1 1 1 1 II I 

51 CCGAACTGGCTATGGGAAGGATATGATAAAAGTTCTCCATATTCAGCGAG 100 
101 ATGGAAAATATCACAGCATTAAAGAGGTGGCAACTTCAGTGCAACTGACT 150 

ini 1 1 1 1 1 1 1 M I M I M 1 1 1 1 1 i 1 1 1 1 1 1 1 II I M I f M 1 1 1 M M I M 1 1 1 

101 ATGGAAAATATCACAGCATTAAAGAGGTGGCAACTTCAGTGCAACTGACT 150 
151 TTGAGCTCCAAAAAAGATTACCTGCATGGAGACAATTCAGATGTCATCCC 200 

_ 1 1 1 1 ) t f i i 1 1 1 1 1 1 1 1 1 i 1 1 1 f 1 1 1 r 1 1 1 1 1 1 1 i I ) 1 1 i i c 1 1 1 1 i 1 1 1 

151 TTGAGCTCCAAAAAAGATTACCTGCATGGAGACAATTCAGATGTCATCCC 200 
201 TACAGACACCATCAAGAACACAGTTAATGTCCTGGCGAAGTTCAAAGGCA 250 

_ i Mi I IMIIII Mill illiil I i! M ! II I ! 1 1 1 1 I 1 1 1 1 1 1 I I | || | 

201 TACAGACACCATCAAGAACACAGTTAATGTCCTGGCGAAGTTCAAAGGCA 250 
251 TCAAAAGCATAGAAACTTTTGCTGTGACTATCTGTGAGCATTTCCTTTCT 300 

«, M IIIMillllMIIIIIIIM MM I MM 1 1 I II t| | ! | M M ! I! I 

251 TCAAAAGCATAGAAACTTTTGCTGTGACTATCTGTGAGCATTTCCO^TCT 300 

301 TCCTTCAAGCATGTCATCAGAGCTCAAGTCTATGTGGAAGAAGTTCCTTG 3 50 

1 1 1 1 1 1 1 I I I I I I i I I I I I I I I I I I I II M I I I I I M I I I I I II I I I I I I 
301 TCCTTCAAGCATGTCATCAGAGCTCAAGTCTATGTGGAAGAAGTTCCTTG 350 

351 GAAGCGTTTTGAAAAGAATGGAGTTAAGCATGTCCATGCATTTATTTATA 4 00 

, B , 1 1 1 1 1 1 1 M M I M 1 1 ( I M 1 1 1 1 1 1 1 1 1 1 M 1 1 1 1 1 1 M 1 1 1 1 1 M M I 

351 GAAGCGTTTTGAAAAGAATGGAGTTAAGCATGTCCATGCATOTA44TATA 400 
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Fig. 13-2 



401 CTCCTACTGGAACGCACTTCTGTGAGGTTGAACAGATAAGGAATGGACCT 450 

I I I I I Mil i ! ! ! I I III II M lllll I I I I II, M I I III II I I II I I i 
4 01 CTCCTACTGGAACGCACTTCTGTGAGGTTGAACAGATAAGGAATGGACCT 450 

■ * • • « 

451 CCAGTCATTCATTCTGGAATCAAAGACCTAAAAGTCTTGAAAACAACCCA 5 00 

M 1 1 1 1 1 1 1 II! 1 1 1 M IMMM MM 1 1 1 I IM M I M III II I I I M 

451 CCAGTCATTCATTCTGGAATCAAAGACCTAAAAGTCTTGAAAACAACCCA 500 
501 GTCTGGCTTTGAAGGATTCATCAAGGACCAGTTCACCACCCTCCCTGAGG 550 

cni f 1 1 1 1 1 1 1 lii 1 1 1 1 1 1 1 1 1 f f J E 1 1 ! f ! 1 1 1 f I f 1 1 1 1 1 1 i 1 1 i i f 1 1 1 

501 GTCTGGCTTTGAAGGATTCATCAAGGACCAGTTCACCACCCTCCCTGAGG 550 
551 TGAAGGACCGGTGCTTTGCCACCCAAGTGTACTGCAAATGGCGCTACCAC 600 

CC1 M M I M II M M II MM II 1 1 M I M II I IMM M I MM! II 1 1 II 

551 TGAAGGACCGGTGCTTTGCCACCCAAGTGTACTGCAAATGGCGCTACCAC 600 
601 CAGGGCAGAGATGTGGACTTTGAGGCCACCTGGGACACTGTTAGGAGCAT 650 

_ I M MINI 1 1 1 ! I i I II I Ml! Ml; 1 1 II II M I Ml III I Ml 1 1 1 1 

601 CAGGGCAGAGATGTGGACTTTGAGGCCACCTGGGACACTGTTAGGAGCAT 650 
651 TGTCCTGCAGAAATTTGCTGGGCCCTATGACAAAGGCGAGTACTCACCCT 700 

_ 1 1 1 Nil 1 1 III I! I MM II II ill! I III III II 1 1 Mill II MM 

651 TGTCCTGCAGAAATTTGCTGGGCCCTATGACAAAGGCGAGTACTCGCCCT 700 
701 CTGTGCAGAAGACCCTCTATGATATCCAGGTGCTCTCCCTGAGCCGAGTT 750 

nn I Ml III lllll I MM II I Ml Ml II III I Mill III III 

701 CTGTCCAGAAGACACTCTATGACATCCAGGTGCTCACCCTGGGCCAGGTT 750 
751 CCTGAGATAGAAGATATGGAAATCAGCCTGCCAAACATTCACTACTTCAA 800 

, C1 M M Mill III II I III I III llllll I III II I MIMMIMI II 

751 CCTGAGATAGAAGATATGGAAATCAGCCTGCCAAATATTCACTACTTAAA 800 
801 TATAGACATGTCCAAAATGGGTCTGATCAACAAGGAAGAGGTCTTGCTGC 850 

on , M M 1 1 1 1 1 1 II I II II 1 1 1 ! f 1 1 1 1 f i 1 1 1 1 i i 1 1 1 1 1 1 1 i } i f ! | 

801 CATAGACATGTCCAAAATGGGACTGATCAACAAGGAAGAGGTCTTGCTAC 850 
851 C^TTAGACAATCCATATGGAAAAATTACTGGTACAGTCAAGAGGAAGTTG 900 

n « JLJI 1 1 1 1 II I M 1 1 J 1 1 1 I lllll I INI INI III MUM I || 

851 CTTTAGACAATCCATATGGCAGGATTACTGGTACAGTCAAGAGGAAGCTG 900 
9 01 TCTTCAAGACTGTGA 915 

on MM III llllll 

901 ACTTCAAGGCTGTGA 915 
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Fig. 14-1 

Bestfit (GCG software) comparison of coding sequences of the cDNAs 
of "original" pig-baboon chimeric uricase ("PBC") vs. baboon uricase 

"PBC" uricase: 

Pig cDNA from 1 to 674 (Apa site) then Baboon cDNA from 67 5 to 915 
(end) . PBC chimeric cDNA can be cut out with Ncol plus BamHI 

Gap Weight: 50 Average Match: 10.000 

Length Weight: 3 Average Mismatch: -9.000 

Quality: 7839 Length: 915 

Ratio : 8 . 567 Gaps : 0 

Percent Similarity: 92.459 Percent Identity: 92.459 

Match display thresholds for the alignment (s) : 
| = IDENTITY 
: = 5 
. = 1 

PBC.seq x Wubaboon.seq July 25, 1998 09:36 

• • . . . 
PBC 1 ATGGCTCATTACCGTAATGACTACAAAAAGAATGATGAGGTAGAGTTTGT 50 

Mill I Mil III Mil IIIMIIIIIIIII I MINIM 

Bab 1 ATGGCCGACTACCATAACAACTATAAAAAGAATGATGAATTGGAGTTTGT 50 

• * . * . 

51 CCGAACTGGCTATGGGAAGGATATGATAAAAGTTCTCCATATTCAGCGAG 100 

C1 M I MM M II Ml I Ml 1 1 1 1 1 1 1 II III II M II II II I III 1 1 1 M 

51 CCGAACTGGCTATGGGAAGGATATGGTAAAAGTTCTCCATATTCAGCGAG 100 

• • • • 

101 ATGGAAAATATCACAGCATTAAAGAGGTGGCAACTTCAGTGCAACTGACT 150 

_ Ml I IIMIMI II! Ml MIMM MM! M II I MM I 1 1 II M Ml 

101 ATGGAA^ATATCACAGCATTAAAGAGGTGGCAACTTCAGTGCAACTTACT 150 

• • • • • 

151 TTGAGCTCCAAAAAAGATTACCTGCATGGAGACAATTCAGATGTCATCCC 200 

_ 1 1 1 1 MM I Mi i MM 1 1 M I i M il 1 1 1 MMMM! MIMM 

151 CTGAGTTCCAAAAAAGATTACCTGCATGGAGATAATTCAGATATCATCCC 2 00 
201 TACAGACACCATCAAGAACACAGTTAATGTCCTGGCGAAGTTCAAAGGCA 250 

on , II M II I II 1 1 MM MM II ! M I Mill I II I Mill M II I 

201 TACAGACACCATCAAGAACACAGTTCATGTCTTGGCAAAGTTTAAGGGAA 250 
251 TCAAAAGCATAGAAACTTTTGCTGTGACTATCTGTGAGCATTTCCTTTCT 3 00 

w MMIIIIMIMI I MM Mill Ml IMMI I M I mill 

251 TCAAAAGCATAGAAGCCTTTGGTGTGAATATTTGTGAGTATTTTCTTTCT 3 00 
301 TCCTTCAAGCATGTCATCAGAGCTCAAGTCTATGTGGAAGAAGTTCCTTG 3 50 

_ n 1 1 1 1 M MM I Ml MMMMMMI MM MM! I MMI 

301 TCTTTTAACCATGTAATCCGAGCTCAAGTCTACGTGGAAGAAATCCCTTG 3 50 
351 GAAGCGTTTTGAAAAGAATGGAGTTAAGCATGTCCATGCATTTATTTATA 4 00 

«, JiiJJiL 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ■ 1 1 i i 

351 GAAGCGTCTTGAAAAGAATGGAGTTAAGCATGTCCATGCATTTATTCACA 400 
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Fig. 14-2 



401 CTCCTACTGGAACGCACTTCTGTGAGGTTGAACAGATAAGGAATGGACCT 450 

1 1 1 1 f I ! II 1 1 1 IIIMMMII llllllll I II I llllll 

401 CTCCCACTGGAACACACTTCTGTGAAGTTGAACAACTGAGAAGTGGACCC 450 
451 CCAGTCATTCATTCTGGAATCAAAGACCTAAAAGTCTTGAAAACAACCCA 500 

II M M II II i I II III MMMM Ml II IMIMIIIIIIII II 

451 CCCGTCATTCATTCTGGAATCAAAGACCTCAAGGTCTTGAAAACAACACA 500 
501 GTCTGGCTTTGAAGGATTCATCAAGGACCAGTTCACCACCCTCCCTGAGG 550 

llllll llllllll II I Mill I M I II I M II II I M 1 1 Ml II I 1 1 

501 GTCTGGATTTGAAGGTTTCATCAAGGACCAGTTCACCACCCTCCCTGAGG 550 
551 TGAAGGACCGGTGCTTTGCCACCCAAGTGTACTGCAAATGGCGCTACCAC 600 

lllillllll I M I MMMMMIMM M M 1 1 1 MIMMIMM 

551 TGAAGGACCGATGCTTTGCCACCCAAGTGTACTGCAAGTGGCGCTACCAC 600 
601 CAGGGCAGAGATGTGGACTTTGAGGCCACCTGGGACACTGTTAGGAGCAT 650 

III 1 1 1 1 IIIMMMII Mill lllllll III II II I I 

601 CAGTGCAGGGATGTGGACTTCGAGGCTACCTGGGGCACCATTCGGGACCT 650 
651 TGTCCTGCAGAAATTTGCTGGGCCCTATGACAAAGGCGAGTACTCACCCT 700 

IMIIII I I M I MM I IMMIM MM M I MM II II MMMM I 

651 TGTCCTGGAGAAATTTGCTGGGCCCTATGACAAAGGCGAGTACTCACCCT 7 00 
701 CTGTGCAGAAGACCCTCTATGATATCCAGGTGCTCTCCCTGAGCCGAGTT 750 

II II I I II I II I i MM I IMIM II MM M I I! i I I M IMIIMM ( 

7 01 CTGTGCAG AAGACCCTCTATGATATCCAGGTGCTCTCCCTGAGCCGAGTT 7 50 
751 CCTGAGATAGAAGATATGGAAATCAGCCTGCCAAACATTCACTACTTCAA 800 

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 M 1 1 1 i 1 1 1 1 1 1 1 J 1 1 1 1 1 1 1 M 1 1 1 

751 CCTGAGATAGAAGATATGGAAATCAGCCTGCCAAACATTCACTACTTCAA 800 

• * * • • 

801 TATAGACATGTCCAAAATGGGTCTGATCAACAAGGAAGAGGTCTTGCTGC 850 

Ml II II I Ml 1 1! IIIIIMIIIIIIII li 1 1 II 1 1 1 1 1 lllllllll I 

801 TATAGACATGTCCAAAATGGGTCTGATCAACAAGGAAGAGGTCTTGCTGC 850 
851 CATTAGACAATCCATATGGAAAAATTACTGGTACAGTCAAGAGGAAGTTG 900 

llllll IIMM IIIIIIIMIMIIMI llllllll II IIIIIIMIII 

851 CATTAGACAATCCATATGGAAAAATTACTGGTACAGTCAAGAGGAAGTTG 900 

901 TCTTCAAGACTGTGA 915 

II I I I I I II M I I II 
901 TCTTCAAGACTGTGA 915 
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